diabetes with at least one urine albumin test (index, randomly selected) after diagnosis and at least one test after the index. On the basis of the index test, patients were classified into normoalbuminuria, microalbuminuria, or macroalbuminuria groups. Nephropathy-related treatment use was measured in the 6 months after the index, disease progression was assessed from the index to the end of data availability, and annual all-cause and nephropathy-related costs and healthcare resource use (HRU) were assessed up to 2 years from the index. Outcomes were compared between any two groups, controlling for baseline demographics. Results: A total of 23,235 patients were identified and classified into normoalbuminuria (N = 18,409), microalbuminuria (N = 3863), or macroalbuminuria (N = 963) groups. Patients with albuminuria were more likely to be older, male, and have a higher burden of baseline comorbidities and HRU. Within 6 months following the index, 12-20% of patients with albuminuria were not treated with any relevant recommended treatment. Compared to the A synopsis of the current research was presented at the 52nd European Association for the Study of Diabetes annual meeting, which took place in Munich, Germany during September 12-16, 2016 .
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INTRODUCTION
Diabetic nephropathy (DN) is a progressive kidney disease caused by damage to the small blood vessels in the kidney's glomeruli [1] , resulting as a complication of diabetes mellitus (DM) [2] . DN affects up to 40% of patients with diabetes [3] , with a total estimated prevalence of approximately 6.9 million people in the USA [4] . Diabetic nephropathy is a leading cause of end-stage renal disease (ESRD) and greatly increases the risk of allcause mortality, cardiovascular-related morbidity and mortality, and kidney failure among patients with diabetes [5, 6] . This disease is usually detected by the presence of albuminuria, which is identified on the basis of urine albumin laboratory tests [3, 7, 8] , e.g., urinary albumin excretion rate or albumin-to-creatinine ratio (ACR).
Treatment strategies for patients with mild to severe DN aim to prevent further renal function decline and delay disease progression via glycemic and blood pressure control, and through inhibition of the renin-angiotensin-aldosterone system (RAAS) [3, 7] . Treatment regimens commonly include RAAS-blocking agents such as angiotensin-converting enzyme (ACE) inhibitors or angiotensin II receptor blockers (ARB). However, these therapies are considered to be inadequate for the treatment of diabetic nephropathy, as they do not reverse the disease [9, 10] . Treatment combinations, such as dual-RAAS blockade with ACE inhibitors and ARBs, have been considered, but they are associated with adverse events (e.g., hyperkalemia and acute kidney injury); thus, these treatment combinations are not recommended, and are contraindicated in patients with renal impairment [8, 11] . Finally, even with treatment with currently available therapies, many patients with diabetic nephropathy nevertheless progress to ESRD, requiring dialysis while kidney transplant is considered [3] .
As a result of the increased morbidity and mortality associated with diabetic nephropathy, patients with uncontrolled disease face severe economic burden, with estimated average annual healthcare costs ranging from $8000 to $43,000 [12] . Patients with diabetic nephropathy, especially those with severe stages of nephropathy such as chronic kidney disease and ESRD [12] [13] [14] [15] , incur higher economic burden compared to those without renal impairment [16] [17] [18] . In addition, patients who progress to severe stages of kidney disease experience higher rates of all-cause hospitalization and healthcare resource utilization (HRU) [13] , and patients' incremental costs associated with the progression of chronic kidney disease are significantly higher than those of patients without renal impairment [12, 15] .
Several prior studies have assessed the economic burden of diabetic nephropathy using various definitions of the condition. Nichols et al. assessed the incremental healthcare costs associated with progression to microalbuminuria, macroalbuminuria, and ESRD among patients enrolled in a US region-specific health maintenance organization with both type 2 diabetes mellitus (T2DM) and hypertension [18] , which may not adequately represent the overall US patient population with DN. Further, medical costs were estimated on the basis of the multiplicative product of ''standard'' visit costs and frequency of healthcare visits, rather than the observed reimbursement costs. Although there has been some evidence published on UK patients [19] , there is currently limited US-specific information on disease progression and the economic burden associated with microalbuminuria or macroalbuminuria among patients with T2DM.
To address this knowledge gap, the current study evaluated real-world disease progression and the associated economic burden, including all-cause and nephropathy-related HRU and costs, among commercially insured USA-based patients with type 2 diabetes and diabetic nephropathy.
METHODS

Data Source
The data for this study were derived from the Truven Health Analytics MarketScan This article does not contain any new studies with human or animal subjects performed by any of the authors. All patient data were de-identified and complied with the patient confidentiality requirements of the Health Insurance Portability and Accountability Act. No ethical approval was required.
Study Population and Subgroups
The study population included patients with type 2 diabetes who were at least 18 years old and had at least two urine albumin tests (24- For each patient, the presence of microalbuminuria or macroalbuminuria was evaluated on the basis of a randomly selected eligible urine albumin test (index test) and used to classify the patient into one of three groups: (1) the normoalbuminuria group (urinary albumin excretion of less than 30 mg/24 h or an ACR of less than 30 lg/mg); (2) the microalbuminuria group (urinary albumin excretion of 30-300 mg/24 h or an ACR of 30-300 lg/mg); and (3) the macroalbuminuria group (urinary albumin excretion of greater than 300 mg/24 h or an ACR of greater than 300 lg/mg). The date of the index test was defined as the index date.
Study Measures and Outcomes
Patient demographics, disease characteristics, baseline nephropathy-and diabetes-related treatment use, and all-cause HRU and costs were measured during the 12-month period prior to the index date (baseline). The overall comorbidity burden during the baseline period was measured using the Charlson comorbidity index (CCI) [20] .
Nephropathy-related treatment use was assessed in the 6 months following the index date, and included ACE inhibitors, ARBs, diuretics, calcium channel blockers, and other antihypertensive agents, consistent with a prior publication [7] . Disease progression was assessed from the index date until the end of continuous eligibility, end of data availability, or inpatient mortality, whichever came first. Data captured included time to progression to a more severe stage of diabetic nephropathy and time to dialysis/hemodialysis. For the normoalbuminuria group, disease progression was defined as the presence of a urine albumin test indicating microalbuminuria or macroalbuminuria, a diagnosis of ESRD, or a dialysis or renal transplantation procedure. For the microalbuminuria group, disease progression was defined as the presence of a urine albumin test indicating macroalbuminuria, a diagnosis of ESRD, or a dialysis or renal transplantation procedure. For the macroalbuminuria group, disease progression was defined as the presence of a diagnosis of ESRD or a dialysis or renal transplantation procedure.
HRU and healthcare costs were assessed from the index date until 2 years from the index date, the end of continuous eligibility, end of data availability, or patient mortality, whichever occurred first. HRU included all-cause and nephropathy-related inpatient, emergency room (ER), outpatient, and other medical visits. Healthcare costs were evaluated from a thirdparty payer perspective and included all-cause and nephropathy-related healthcare costs resulting from medical services (inpatient, ER, outpatient, and other medical services) and pharmacy prescriptions. Nephropathy-related HRU and costs were defined as medical services and costs associated with a diagnosis of diabetic nephropathy or kidney disease (ICD-9-CM codes 249.4, 250.4, 583.81, 403.xx, 404.xx, or 585.xx), or a procedure for dialysis/hemodialysis or renal transplantation. Costs were converted to 2016 US dollars using the Consumer Price Index medical care component.
Statistical Analyses and Software
Baseline patient demographics and clinical characteristics were compared across groups using Wilcoxon rank-sum tests for continuous variables and Chi-square tests for categorical variables. Means and standard deviations were reported. Proportions of patients using nephropathy-related treatments during the 6 months following the index date were compared using multivariable logistic regression models, and adjusted odds ratios (ORs) with p values were reported. Time to progression to a more severe disease stage and time to dialysis/ hemodialysis were evaluated using Kaplan-Meier analyses, and compared between study groups using log-rank tests. Cox proportional hazard models were used to further compare any two study groups with adjustment for baseline patient demographics, and adjusted hazard ratios (HRs) with 95% confidence intervals (CI) and p values were reported. Incidence rates of each type of healthcare visit per patient per year were described and compared using multivariable Poisson regression models, and the adjusted incidence rate ratios (IRRs) with 95% CIs and p values were reported. To account for over-dispersion, 95% CIs and p values were estimated using a nonparametric bootstrap resampling technique with 499 iterations. Annual costs in each cost category were described and compared using Wilcoxon rank-sum tests. Adjusted incremental cost differences were estimated using multivariable generalized linear models. For cost components with more than 5% zero values, a Tweedie distribution with an exponent of 1.67 was employed [21] , and for all other components, a gamma distribution and a log link were used. All multivariable models were adjusted for baseline patient demographics, including age at index date, sex, region of residence, and insurance type. Baseline patient characteristics and outcomes were compared pairwise between any two of the three study groups.
Statistical analyses were performed using SAS, version 9.3 (Cary, NC, USA). A p value of 0.05 or less was considered to be significant.
RESULTS
Baseline Patient Demographic and Clinical Characteristics
A total of 23,235 patients met the sample selection criteria and were included in the analysis. Of these, 18,409 (79%) patients were classified into the normoalbuminuria group, 3863 (17%) into the microalbuminuria group, and 963 (4%) into the macroalbuminuria group (Fig. 1) . Baseline demographics such as age, sex, and residential region were different between the three groups ( During the 6 months following the index date, nephropathy-related treatments were used by 68% with normal urine albumin levels, 81% of patients with microalbuminuria, and 88% of patients with macroalbuminuria (Table S1 ). ACE inhibitors were the most commonly used treatment for nephropathy (32%, 41%, and 43% for the normoalbuminuria, microalbuminuria, and macroalbuminuria groups, respectively). Both ACE inhibitors and ARBs were used by 3% of patients with (Fig. 2a) (Fig. 2b) . The 5-year dialysis rates were 0.3% among patients with normal albumin levels, 2% among those with microalbuminuria, and 18% among those with macroalbuminuria.
Annual All-Cause and Nephropathy-Related HRU During the Follow-up Period
The annual frequency of all-cause healthcare visits rose significantly with the increasing severity of the patient's nephropathy, a trend that was consistent across inpatient, outpatient, ER, and other medical services visits (p\0.05 in all pairwise adjusted IRR comparisons) ( Table 2 Table 3 ). The microalbuminuria group had higher costs than those of the normoalbuminuria group (p\0.05, all comparisons), and the macroalbuminuria group had significantly higher adjusted all-cause healthcare costs than either the normoalbuminuria or microalbuminuria groups in all categories (with the exception of ER visits in comparison with the microalbuminuria group) ( Table 3 ). Inpatient admissions costs accounted for 45-51% of the adjusted cost differences between groups, followed by outpatient (20-24%) and pharmaceutical costs (10-15%). A similar trend was observed in adjusted nephropathy-related costs (Table 3) . Compared to patients in the normoalbuminuria group, patients with microalbuminuria and macroalbuminuria incurred higher total nephropathy-related adjusted healthcare costs, with increases of $362 and $3716, respectively. The nephropathy-related total annual healthcare costs among patients with macroalbuminuria were $4427, driven by high inpatient (mean [SD] = $2048 [10, 765] ) and outpatient ($1526 [11, 515] ) medical costs. Fig. 2 Comparison of 1-, 3-, and 5-year clinical outcomes between groups. a Rates of disease progression: the median number of follow-up years for the macro-, micro-, and normoalbuminuria groups was 1.81, 1.93, and 1.95 years, respectively. The 1-, 3-, and 5-year progression rates for the macroalbuminuria group were 7.02%, 18.51%, and 31.19%, those for the microalbuminuria group were 5.64%, 13.49%, and 19.19%, and those for the normoalbuminuria group were 5.26%, 12.25%, and 14.68%.
b Comparison of time to dialysis/hemodialysis: the median number of follow-up years for the macro-, micro-, and normoalbuminuria groups was 1.92, 2.06, and 2.13 years, respectively. The 1-, 3-, and 5-year dialysis rates for the macroalbuminuria group were 1.75%, 9.46%, and 17.52%, those for the microalbuminuria group were 0.19%, 0.71%, and 2.25%, and those for the normoalbuminuria group were 0.02%, 0.19%, and 0.33%. n number The mean length of follow-up was 1.69 years for the normoalbuminuria group, 1.67 years for the microalbuminuria group, and 1.63 years for the macroalbuminuria group IRR incidence rate ratio, CI confidence interval, DN diabetic nephropathy * Denotes a significant difference Table 3 Comparison of all-cause and diabetic nephrology-related annual healthcare costs during the follow-up period 
DISCUSSION
The current study quantifies and underscores the significant risk of disease progression and incremental economic burden associated with microalbuminuria and macroalbuminuria compared with no renal impairment, as well as the progressive nature of such outcomes.
The results suggest that the incremental benefit of treating early-stage diabetic nephropathy may be substantial. A nearly 50% increased risk of mortality associated with albuminuria has been observed with very low levels not previously believed to be impactful (15-29 mg/24 h), suggesting an expansion of the category of diabetic patients who may benefit from early intervention [22] or screening [23] . Given the significantly higher risk of requiring costly dialysis and renal transplantation procedures in patients with albuminuria, reducing disease progression rates would result in significant cost savings. Accordingly, the development of effective treatments and early intervention strategies could reduce the risk of adverse clinical outcomes and ultimately reduce HRU and costs.
Most importantly, the high disease progression rates observed in this study, despite the availability of treatments of diabetic nephropathy, highlight the inadequacy of current DN treatments and the need for treatments that can effectively delay disease progression. In 2002, Adler et al. estimated DN progression rates in a UK population; progression rates reported in the current study are higher than those reported by Adler et al. in particular among patients with macroalbuminuria [19] . However, our study is not directly comparable to Adler et al.'s study for several reasons. Adler et al. defined disease progression among patients with macroalbuminuria by elevated plasma creatinine or renal replacement therapy [19] , and microalbuminuria was defined using the UK Prospective Diabetes Study standards (urinary albumin excretion of 50-299 mg/24 h) [24] . In the current study, microalbuminuria was defined as 30-300 mg/24 h or an ACR of 30-300 lg/mg, and macroalbuminuria was defined on the basis of 24 h albumin, namely greater than 300 mg/ [5] . Disease progression in diabetic nephropathy has been previously reported to be accompanied by rising medical treatment costs. Nichols et al. found that patients with type 2 diabetes and hypertension who progressed from normal urine albumin levels to microalbuminuria or microalbuminuria to macroalbuminuria incurred higher incremental annual costs of $2764 and $3618 from pre-progression to post-progression, respectively [18] . However, that study focused on a type 2 diabetes population limited to those with hypertension, which may not be generalizable to the entire diabetic nephropathy population, and costs were imputed using ''standard'' unit costs for visit types and visits frequencies rather than actual costs incurred. Conversely, the current study included a broadly defined population-any patients with type 2 diabetes-and compared both the frequency of healthcare visits and actual incurred healthcare costs between patients with and without nephropathy, as well as between patients with macroalbuminuria versus microalbuminuria. We found that, consistent with worsening clinical outcomes, patients with microalbuminuria and macroalbuminuria had higher all-cause and nephrology-related HRU and a substantial economic burden. However, the adjusted incremental all-cause cost burdens associated with macroalbuminuria as compared to microalbuminuria (an adjusted difference of $9250) or patients without albuminuria ($12,830), as well as that of microalbuminuria compared with patients without albuminuria ($3580), were higher than those found by Nichols et al. This difference may be due to differing levels of disease progression during follow-up between the two studies; only 5% of patients with macroalbuminuria were observed to progress to ESRD in Nichols et al. [18] (over 6.5 years of follow-up), compared to the estimated 5-year progression rate of 31% in the current study. Additionally, the current study observed higher annual costs at baseline among the normoalbuminuria, microalbuminuria, and macroalbuminuria groups, which may be indicative of underlying differences in cost calculations compared to that study.
This study also demonstrated that despite abnormal urine albumin test results, many patients are not receiving treatment for diabetic nephropathy-between 12% and 20% remained untreated during the 6 months following an abnormal urine albumin test result. However, among those treated, less than half of patients used ACE inhibitors or ARBs, the current treatments recommended by the American Diabetes Association (ADA) for patients with elevated urinary albumin excretion [8] . The results of this study have additional important implications for physicians treating patients with type 2 diabetes as well as for payers as it demonstrates the possible undertreatment and inappropriate treatment of patients with DN. Given the incremental benefit of treating early-stage diabetic nephropathy, both DN diagnosis and appropriate treatment must be timely as they are critical for delaying disease progression and reducing healthcare costs.
This study was subject to certain limitations. Patients were required to be continuously enrolled for at least 6 months after the index date and until the follow-up urine albumin test, which may introduce immortal time bias. However, as the mean follow-up time was similar among groups (1.69 years for the normoalbuminuria group, 1.67 years for the microalbuminuria group, and 1.63 years for the macroalbuminuria group) the impact of this bias is expected to be similar across groups; thus, the results would be expected to be qualitatively similar to the results if immortal time bias was completely eliminated. The use of a single urine albumin test to determine increased urinary albumin excretion rates may cause misclassification of disease progression; if the urine albumin was transiently elevated, an underestimation of the difference between groups may have occurred.
Although the database is geographically representative of the USA, the data included only commercially insured patients and those who have commercial insurance in supplement to Medicare. In addition, to evaluate disease progression of diabetic nephropathy, the current study sample was further restricted to the subset of patients who were also in the MarketScan Lab Database and who had two urine albumin tests results. Thus, the results may not be generalizable across all study populations.
The selection of patients with two urine albumin tests for inclusion in the study may bias the study population toward one at high risk for diabetic nephropathy, who requires frequent monitoring of urine albumin levels, thus potentially biasing the study results toward greater progression rates than those of the general type 2 diabetic population. However, because the study results are consistent with a US prospective study, the selection bias is minimized. Furthermore, the limited information available in the database prevented further analysis on important patient characteristics (e.g., diabetes disease duration since the initial diagnosis, race), indirect costs (e.g., lost productivity), and additional important clinical measures (e.g., HbA1c, eGFR).
CONCLUSION
Microalbuminuria and macroalbuminuria were associated with significantly higher risk of disease progression and substantially increased economic burden among commercially insured patients with type 2 diabetes in the USA. These results highlight the persisting unmet need for effective treatments and early intervention strategies for adult patients with diabetic nephropathy.
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